AMENDMENTS TO THE SPECIFICATION: 



Please replace the paragraph beginning on page 26, line 18 with the following 
rewritten paragraph: 



While the non-pcptidyl.co^iid7employed in the present inventio may mimic 
"^W>er of the amino acids associated with the binding of insulin to its receptor, 
preferably they mimic ionic and hydrophobic moieties associated with at least two of these 
amino acids. More preferably, the compounds mimic ionic and hydrophobic residues on at 
least 4 of the abovementioned amino acids, including at least one amino acid from the group 
comprising:- A21 Asn, B21 Qlu and A17 Glu. Even more preferably, the compounds mimic 
ionic and hydrophobic residues on at least 4 amino acids, including at least one amino acid 
selected from the group comprising A17 Glu, B21 Glu and A21 Asn, and at least one amino 
acid selected from the group comprising:- B24 Phe, B25 Phe, A19 Tyr, B12 Val and B]fi » 
Tyr. Desirably, the non-peptidyl compound mimics ionic and hydrophobic residues 
associated with at least one of the following groups of amino acid residues:- 

1 A21 Asn,B21Glu,A17Glu,B24Phe,B25Phe; 

2 A21 Asn, B21 Glu, B24 Phe, B25 Phe; 

3 A21 Asn. B21 Glu, B24 Phe, B25 Phe, Al Gly, A2 lie, A3 Val; 

4 A21 Asn. B21 Glu, A17 Glu, A19 Tyr, Al Gly, A2 He, A3 Val; 

5 A21 Asn, B21 Glu, A17 Glu, B12 Val, Al Gly, A2 He, A3 Val; 

6 A21 Asn, B21 Glu, B12 Val, Al Gly, A2 lie. A3 Val; 

7 A21Asn > B2lGlu,Al7Glu,Bl6Tyr,AlGly,A211e,A3Val; 

g A21 Asn, B21 Glu, A17 Glu, A19 Tyr, B12 Val, B16 Tyr; 

9 A21 Asn, B21 Glu, Al9 Tyr, B12 Val, B16 Tyr; 

10 A21 Asn. B21 Glu, A17 Glu, B24 Phe, B25 Phe, Al9 Tyr, B12 Va), B16 Tyr; 

1 1 A21 Asn, B21 Glu. B24 Phe, B2S Phe, A19 Tyr, B12 Val, B16 Tyr; 

1 2 A21 Asn, B21 Glu, B24 Phe. B2S Phe, B12 Val, B16 Tyr; 
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A21 Asn,B21 Glu, A17 Glu. B24 Phe, B25 Phc, Alf>Tyr; 

A21 Asn, B21 Glu, B24 Phc, B25 Phc, A19 Tyr; 

A21 Asn, A17 Glu, B24 Phe, B25 Phe, A19 Tyr; 

B21 Glu, A17 Glu, B24 Phe, B2S Phe, A19 Tyr; 

A21 Asn. B21 Glu, A17 Glu, B24 Phe, B25 Phe, B12 Val; 

A21 Asn, B21 Glu, B24 Phe, B25"Ptie, B12 Val; 

A21 Asn, AIT Glu, B24 Phe, B25 Phe, B12 Val; 

B21 Glu, A17 Glu, B24 Phe, B25 Phe, B12 Val; 

A21 Asn, B21 Glu, A17 Glu, B24 Phe, B25 Phe, B16 Tyr; 

A21 Asn, B21 Glu, B24 Phe, B25 Phe, B16 Tyr, 

A21 Asn, A17 Glu, B24 Phe, B25 Phe, B16 Tyr, 

B21 Glu, A17 Glu, B24 Phe, B25 Phe, B16 Tyr; 

A21 Asn, B21 Glu, A17 Glu, B24 Phe, A19 Tyr, B12 Val, B16 Tyr, 

A21 Asn, B21 Glu, B24 Phe, A19 Tyr, B12 Val, B16 Tyr; 

A21 Asn. A17 Glu, B24 Phe, A19 Tyr, B12 Val, B16 Tyr; 

B21 Glu, A17 Glu, B24 Phe, A19 Tyr. B12 Val, Bl 6 Tyr; 

A21 Asn, B21 Glu, A17 Glu, B25 Phe, A19 Tyr. B12 Val. B16 Tyr, 

A21 Asn, B21 Glu, B25 Phe, A19 Tyr, B12 Val, B16 Tyr, 

A21 Asn, A17 Glu, B25 Phe, A19 Tyr, B12 Val,B16 Tyr; or 

T»i ra,, A 1 7 Glu. B25 Phe A19 Tyr, B12 Valf ~ 



Please replace the paragraph beginning on page 77, line 26 with the following 
rewritten paragraph; 
I ^ ^pound capable of miming the spanal ar rangements ol Lhe 



acids may be employed in the present 
the following formula: 



invention. Preferably, the non-peptidyl compound has 
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whereAisWorVXW; 

V is V, 01 V 2 ; 

V is substituted with up to two X groups; 

V, is a phenyl or 6 membered heteroaromatic ring, optionally substituted with up to 
5 R, groups; 

. V 2 is a 5 member ring system which may incorporate up to 4 hetero atoms which 
may be independently a nitrogen atom, a nitrogen atom optionally substituted with 
R,, oxygen or sulfur, the ring system being optionally substituted with up to 4 R, 
groups; 

WisW,orW 2 orW 3 ; 

W is substituted with up to two X groups; 

W,isV i; 

W 2 is a fused bicyclic ring system comprising rings of 5 or 6 atoms, which may 
incorporate up to 4 hetero atoms, which maybe independently a nitrogen atom, a 
nitrogen atom optionally substituted with R,. oxygen or sulfur, the system being 
optionally substituted with up to seven R, groups; 
W 3 is-N(R 2 )R' 2 ; 

R, is independently H, OH. alkyl. alkenyl, alkynyl, alkoxy, alkanol, hydroxyalkoxy, 
haioalkyl, haloalkoxy, halogen, SH, thioalkyl, cyano (-CN), NO^R',. phenyl, 
phenyl optionally substituted with up to five alkyl groups of 1 to 3 carbon atoms or 
up to five halogen atoms, benzyl, phenethyl, nitro, -CORj, -RjCOR 3 . -RjSORj, 
-R 5 S0 2 R3, -SOjNCyR'j or azido; 

R 2 and R" 2 are independently H. alkyl of 1 to 6 carbon atoms, alkenyl of 3 to 6 
carbon atoms, alkynyl of 3 to 6 carbons, hydroxyalkyl of 2 to 6 carbons, alkoxy of 2 
to 6 carbons, haioalkyl, haloalkenyl, haloalkoxy, benzyl, benzyl optionally 
substituted with up to four R, groups, phenylethyl, phenylethyl optionally 
substituted with up to four R, groups, arylalkyl, and where R 2 and R' 2 can also be 
joined to form cyclic structures; 

R 3 is independently H, OH, alkyl, alkenyl, alkynyl, alkoxy, alkanol, hydroxyalkoxy, 
-R 4 N(R 2 )R' 2 , mesyl, triflouromesyl, -NHS0 2 CH 3 or -NHS0 2 CF 3 ; 
R, is independently a bond, alkyl. alkenyl or alkynyl; 
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X is independently, a bond, -R 4 N(R ? )R 4 -, -R 4 N=NR 4 -, -R 4 N(R 2 )-N(R 2 )R 4 -, 
-R 4 OR 4 -, -R 4 SR 4 -, -R 5 -, -R 5 0-> -R 5 S-, -R j N(R 2 )- ( -SO-, sulfonyi (-SO r ). -CO-, 
-CONH-, -NHCONH-, -NHCO-, ^CONHCO-, -CON(R 2 h -R 5 COR 5 -, 
-R 5 COR 5 N(R 2 )R^ -NO^CO- or -R 4 N(R 2 )R 4 COR,-; 
R 5 is independently alkyl, alkenyl, alkynyl, alkoxy, alkanol, hydroxyalkoxy; 
Yis either Y,, Y 2 orY 3 ; 

Y is substituted with at least two, but optionally up to four X linking groups; 
Yj is a fused bicyclic ring system comprising rings of 5 or 6 atoms which may 
incorporate up to 4 hetero atoms, which may be independently a nitrogen atom, a 
nitrogen atom optionally substituted with R,, oxygen or sulfur, the ring system 
optionally independently incorporating a sulfoxide (SO), sulfone (S0 2 ) or carbonyl 
(CO) group and optionally up to seven R t groups; 

Y 2 is a 6:6:6 or a 6:5:6 fused tricyclic system which may incorporate up to 4 hetero 
atoms which may be independently a nitrogen atom, a nitrogen atom optionally 
substituted with R^ oxygen or sulfur, the ring system optionally independently 
incorporating a sulfoxide (SO), sulfone (S0 2 ) or carbonyl (CO) group, and the ring 
system being substituted with at least two, but optionally up to four X linking groups 
and optionally up to seven R { groups; 
Y 3 isV i; 

Z is independently -R 6 COOH, -R,S0 3 H, -R 6 N0 2 , -R^H, -R^NHR,; - 
R^SOjNHCOR^i -N-trifluoromesylsulfonamidate, -OH, -2-yl-hydroxyethanoic acid 
(-CH(OH)COOH), -3-y)-2-hydroxypropanoic acid (-CH 2 CH(OH)COOH) -2-yl-2- 
hydroxypropanoic acid (-CH(CH 3 )(OH)COOH), -3.yl-2,3-dihydroxypropanoic acid 
(-CH(OH)CH(OH)COOH), -2-yl-2,3-dihydroxypropanoic acid 
(-C(CH 2 (OH))(OH)COOH), 0-yl-2-hydroxypropan-3-one-l-oic acid 
(-COCH(OH)COOH, 2-yl-2-hydroxypropandioic acid ( -C(COOH)(OH)COOH), -2- 
yl-propandioic acid (-C(COOH)(H)COOH), ^-yl-2-hydroxybutan~4-one-l-oic acid 
(-COCH 2 CH(OH)COOH, 2-yl-2-hydroxybutan-l,4-dioic acid 
(-C(OH)(COOH)CH 2 COOH), 3-yl-2-hydroxybutan-l,4-dioic acid 
(-CH(CH(OH)COOH)COOH), 5-ylrtetrazole, 
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R 6 is independently a bond, alkyl, alkenyl, alkynyl, alkoxy, -CO(CH 2 ) n -, where n is 

an integer between 0 and 4, alkanoic, alkenoic or alkynoic; 

with the exception that where W, is an optionally substituted phenyl then cannot 



be an optionally substituted phenyl." - 
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